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T: Constance F. Walker, Public Affairs Manager, (610) 402-3001

MEDIA ALERT
Lehigh Valley Hospital First to Study Bloogd
Trauma Patients
February 10, 1997

WHAT: On February 11, Lehigh Valley Hospital willJ
hospital in the country to study the use of a new blood
patients with severe blood loss. The hospital is holding
Grand Round to kickoff this monumental research stud

Substit
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Food and Drug Administration and the Office of Proteftion of Pé

cleared the way for in November by waiving patient c«
emergency therapies.

Reporters are invited to attend the Grand Round and le
study from Edward Sloan, M.D., coordinating investig]
Sloan is from the Department of Emergency Medicine
[llinois, Chicago.

WHEN: Wednesday, Feb. 12, 1:30 p.m. to 2:30 p.m.
WHERE: Lehigh Valley Hospital, Cedar Crest & I-78

BACKGROUND: The oxygen-carrying hemoglobin s
new group of blood substitutes having potentially hung

nsent for

Arn more 4
ator for th
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reds of a

affecting millions of people. Trauma-related injuries afe the num

cause of death among Americans ages 1-45.

The blood substitute has significant applications in trzﬁm

increased blood flow to vital organs, decreased time s

the does not have to be typed or cross-matched, and de}
contamination.
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Based in Allentown, Pa., LVH is a community-based }
and a regional referral center for trauma, burn, kidney

ealth care
splant,
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bilizing patients since

ns such as

of

linstitution
perinatal,

cardiac and cancer care. It has more than 660 patient b¢ds and a rhedical staff

of 700 working in more than 50 specialities. As Penns
largest teaching hospital, LVH is the chief clinical
University's Hershey Medical School.

lvania's o

LVH is a division of Lehigh Valley Health Network, which also
home health, hospice, pharmacy, durable medical equipment and
services, among others. The network is a member of P¢gnnCARE

provider-led, integrated health care delivery system cofprised of

hospitals in eastern Pennsylvania and participating me
staffs.
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Ge‘ne?ral Greeting and Introductions- Mark Cipolle, MD, PhD

Principal

Im‘roduction to DCLHb- Ed Sloan, MD, MPH (presenter)
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|
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Summarn
Summan
Efficacy

aumatic Hemd
Introduct
History ¢
Study de|
Patient c|
Study ing
Timeling

Blinding

Endpoin

Hemogldgbin based oxygen carrier
Pressor/gerfusion properties

eclinical Overyiew
Product properties seen in preclinical studies including increases mgan arteria pressure,
stores base deficit, restores lactate levels, restores subcutaheous PO32, restores

Dosing and infusing

infusion
s and analyses- 28 day mortality, morbidity using the MOID score, 4B hour

Laboratqry issues
Exception from informed consent issues and consent to continue
Role of the IRB- community consultation and public disclosure

)

Investigator for THS study

| structure- cross-linked to stabilize

lucosal PO2, reduces bacterial translocation, increases ox
tduces mortality and perfusion properties

povolemic Shock Study Overview (completed study)
sign

v of patient population

y of safety findings- no increase rate of complications or ?t
findings- patient population not sufficient to determine e

srthagic Shock Study Overview

ion to trauma and the impact on society

)f protocol development

sign

are- all standard therapies will be provided
clusion/exclusion criteria

s mandated by protocol

of study, investigators blinded prior to randomization, no

ortality
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Overview of Grand Rounds presentation at Lehigh Valley Hospital- Februpry 12, 19

(cont.)

Hemoglobin Ba

Summary

Old paraj
New par
HBOCs

c

Trauma
Study to

sed Oxygen Carriers (HBOCs)

digm- blood substitutes

ndigm- hemoglobin-based oxygen carriers
potential uses- trauma, blood loss, surgery, Ml, stroke, car
ardiopulmonary bypass, sepsis, dialysis, sickle cell diseasq

important issue
determine if DCLHb will improve survival
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Transcript
February 12, 1987
11:00-11:35 PM
WBRE-TV(NBC) Ch. Twenty-Eight
Scranton/Wilkes-Baxrre, Pa.
Eyewitnegs News Nightbeat
gema]e co-anchor:
A first of its kind medical study in our|area nhy be
the key to saving time and lives in emergency| situations.
An Allentown hospital is the first in the try co| use
fake [blood. That’s right fake blood. Healthbeat reporter
Diana Penna takes 8 look at the potential benefits.
Diana Penna reporting:
. : It looks like real blood but it isn’t, | Now

researchers are hoping it can help patients
loss and shock ... (Inaudible) severe txauma.
..« (Inaudible) is actually hemoglobin
blood cells. Hemoglobin is the iron ¢
gives blood its red color. Solutions 1
dy proven oxygen carriers and in emexg
n delivery is crucial.

ntifiaed Spesker: This new therapy seemg to i
to vital organs.

$
can mean the difference between life |and de
blood substitute would also cut down on|the ti
to stabilize a patient because the man-made
need to be typed or cross wmatched. The fake|blood
up of hemoglobin from veal donated bloed g0 ghere’s
less risk of contaminatisn like AIDS or othet virus
se it's already been screened.

In a trauma situation, sometimes minytes eve:

Unidentified Speaker #2: In addition, becauge the gwlecule
doesn’t exist within the red bloed cell, it fan be Purified

or tireated in a way that makes it far lees ljkely t

hat

there would be any transmigsion of viruses ap a resplt of

the [infueion of this ... (Inaudible).

Penna: Dr. Edward Sloane(?) along with Dr.| Mark
Shiplay(?) are the principle investigators fppr the
nationwide study starting heve in Lehigh Vallley Hos

Fora 25sattu{TV] &r audho cassetteiradia] of this mewrs sepmont contict your aeorest VIS ofiica,
yroh stppled by Ve Bhaxtoring Surdios ey auly b oosd e Intwnel roven, bovipol & maowrch diy pabliartion o peak depuy bof
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in Alllentown. The hoepital is already using ti
substiltute in elective surgery like knee and h
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Hage: 2

he bloo
Lp surgery.

past studies found it safe. This phasge will dpterming how

effecgive it is.

at’s the Healthbeat. I’m Diana Penna.

Female co-anchor:
nationwide so it’

Male co-anchor:

project. The wave of the future.

Now, the Lehigh Valley Medilkal Center is
the first of about thirty sites testing thise fhke blopd

8 quite an honor really.

Yeah. Actusally, it is an ingeresti

L
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savere hlood loas.
the cduntry to use the blood substituta.
cant epplications in trauma situations

gsed blood flow to vitel organs and it

£ contamination.
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Hospital cfficials held a conj
afrerrioon to kick off a rasearch study in whic
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H : mean there is no risk to g Pa-
. Some. ”! ang Of The Moming Call ing treatments, including real blood Wﬂm tient who gets the experimental treatment?
b injure - In addition, half the paﬂentﬂnthastudy “No,” Sloan told re
. A month Lehigh ) , porters after lecturing to
patients will | Hosplis ranes oo patlonta Will roceive s xpery, k€6t up to o0 lite of the oxygen-carnylug &, doctors, hurses and other medical personnel i
receive mstntal blood p: whether they want it or said appears to be MWM effoctive - ﬁm‘“"}e’?"m of the Salisbury Township medt-
. not. blood ]
- HemAcsis'zf ueng‘““”‘” §han blood at dalivering oxygen to vital organs, - “ . .
plus standar enrolled in the g . The other half of the reeeiv there are risks,” he said. “The important thing is
’ : treatment :gould benefit, the ltud{"s chief madical re- "an inactive saline solution 81'0;? e ttgs make SItx;e the risks are commensurate with
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» Continued From Page B1

HemAssist is “virtually virus-
free,” Sloan sald. He deemed the
groductassafeasalbmnin.whlch
et e e o A8 B

volume -

t evid AT hepat‘gtshé
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1t also will mark what researchers

governmen! rules, that an unap-
proved medicine is administered to
someone who is near death and un-
able 10 agree to the treatment,

The new policy, which became ef-

" fective in November, allows emer-

anm.

pioneer

‘will be

Lehigh Valley Hospital
has been chosen for the
first use of an artificial
blood. The patient won’t
have to give consent.

By Donna Shaw
INQUIRER STARF WRITER

ALLENTOWN — Any day now, a
bleeding, severely injured patient

1532

“promising experimental drugs and
medical devices” only on patients in
lifethreatening situations. It has
the endorsement of a broad range of
scientific, industry, medical-ethics
and patient organizations.

The 1heory i3 that the policy
makes cutting-edge therapies avail.
able to people vho. most likely

. would want and benefit from them

if only they could give informed
congent. The groups say it also sets
out clear rufes that provide more,
not less, protection for patients.
Not everyone agrees, The critics
range from some minority groups,
who are fearful they will be targets

of experiment-happy scientists, to .
none other than “suicide doctor”

Jack Kevorkian,

In an opinion article published ;
last week, Kevorkian compared the -
new policy to World War II -Nazi |
atracities. "What we have just taken -

is a fast ride down the slippery
slope, right to the absolute depths,”
he wrote.

Food and Drug Administration of-

e $S

- 24
Hospital and enter not omly the
emergency room, but medical-re-
search history.

Unconscious and close 10 death,
tho noati u

71 98eg

distortion of the facts.

*1 know there are some people . ..
who look at this as a lessening of the
rules,” said, FDA spokesman Don

McLearn. “We don’t look at it this

mental blood substitute that doctors
hope will save many lives.

Scientists have been frying for
decades to develop artificial blood,
until recently with little success.
Now, Lehigh Valley has been cho-
sen as the first hospital in the na-
tion to administer such a product 1o
a trauma patient — w"*»out the pa
tient’s consent.

way."

In fact, emergency-room research
conducted upon unconscions pa-
tients is not new. Many modern life-
saving procedures, such as cardio-
pulmonaty  resuscitation -and
electrical defibrillation, were devel-
oped that way. ,

In those cases, approval generally

Ses TESTS on 09
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wag an isolated event, granted by an

institutional review board (IRB) at
an individual hospital. That made it
difficult for doctors to conduct the
kind of coordinated, multicenter re-
search that today Is considered the
standard. Nor was there clear fed-
eral guidance.

The FDA, which governs clinical
research, had rules that ailowed a
waiver of informed consent only in
individual, limited cases. That was
in conflict with the rules estab-
lished by the National [nstitutes of
Health, which oversees IRBs.

In 1994, a coalition of emergency-
room researchers issued a state-

10 rewrite its rules. The federal
guidelines then in effect “do not ad-
equately guide IRBs in thelr consid-
erations of emergency research pro-

€1 a3eq

locols rotect rtunity to get the best care,” said-
human subjects involved in emer- Mark Cipolle, gh valley Hospr-

gency research,” the coalition said.

The coalition recommended that
the FDA and NIH develop compati-
ble policies that explicitly ad-
dressed emergency-room research
end implemented patient safe-
guards.

Among the organizations endors-
ing the statemen! were the Ameri-
can Academy of Pediatrics, the
American College of Emergency

sociation, the National Head Injury
Foundation, and the Applied Re-
search Ethics National Association.

The FDA and NIH policies enacted
in November echo many of those
earlier recommendations, calling
for experimental treatments to be
used only in narrow circumstances.
Among them: Any such research
must be approved by an independ-
ent physician and a hospital review
voard that includes lay people {rom
the community.

In the research about to begin at
Lehigh Valley, all patients enrolled
in the study will receive standard
treatmen! in addition to the new
blood substitute, designed t0 boost
evels, reseavchers said.

Doctors involve the plan say
that, so far, the public's reaction has
been overwhelmingly favorable.

“People tend to view it as an op-

Unwitting patiént will be pioneer
in a hard test of blood and policies|

have given their permission in ad-
vance of treatment. The new, emer-
gency-room trials will vake place
over the next 12 to 18 months, a1 20
or more hospitals across the coun-
try. By the time the research is conr
pleted, approximately 850 trauma
patients will have taken part, ac-
cording to the plan.

After they are conscious, the pa-
tients are to be informed that they
received an experimental medicine.
Those who object to taking part in
the research will be dropped from
the study, and their data won't be
included, according to Cipolle and
Sloan.

d that, even with treat-

ment, the study subjects will be g0
severely injured that about 40 per-
cent likely will die,

tal’s associate chief of trauma and
the study’s principal researcher.

Said Edward Sloan, the University
of Nlinois physician who is coordi-
nating the research nationwide:
"Most of the reaction is positive.. ..
At least 90 percent are happy with
the process.”

The blood substitute, a Baxter
Healthcare Corp. product called He-
mAssist, already ig being tested in

Lnmn mamata

Gather the press
outside your home.

inquiresr home delivery

1-800-440-1310]
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Copyright 1997 The Morning Call, Inc.
The Morning Call (Allentown)

ruary 28, 1997, Friday, FIFTH EDITION
MENT, Pg. A8

words

: BATIENT RIGHTS ARE BEING PROTECTED

?ony

To the Editon:

Moming Call

As represen

9

Patients who|

rauma center.

for the patient

both the scienti
guidelines.

consent The EDA, in cooperation with the National Institutes of Health,

conducted with an exception or waiver from the requirement of obtainin
informed congent only in those rare circumstances where the patient c
consent and the nature of the patient's medical condition requires immedi
‘We feel the ngw policy provides more, not less, protection for patients.

fic and lay communities, has been working for two years
se new regulations clarify guidelines that will allow a stu

BB-IND #6859-006

tives of Lehigh Valley Hospital, it is important to respond
chle describing our participation in an upcoming clinical trial. The stud
determine whether the hemoglobin-based, oxygen-carrying solution Dias
Linked Hemoglobin will improve the care of patients who are in shock fr
While we appreciate the media coverage of what we consider to be an ¢
important study, we feel there are a few points in the article which need tolbe clarifigd.

mely

randomized to freceive either the hemoglobin-based oxygen solution or thq placebo,
saline. The new solution or the placebo need to be given within one hour ¢f arrival t

give their own|consent due to their medical condition. Because the onset ¢f trauma i
unpredictable, |a legally authorized representative may not be available to provide

vmg treatmcnts itis necessary to meet gmdehncs dcvclo d by thcrlood

t provide

o the Feb.
is designgd to

Cross-
bleedin;

ate treatmg

13

Uss
.

other

ed
from
these

nt.
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The Institutio

_a—_

Fane Y

the protection of patients enrolled in clinical trials.

As soon as th
participate in the informed-consent process, the study will be thoroughly ekplained tc
them. Patients of families who do not wish to participate in the study will got be enr
Additionally, if a patient or family member wishes to drop out of the study after

e patients themselves, legal representative, or family mem

enrollment he dr she will be allowed to do so at any time.

We would like

committed to performing the best study possible with strict adherence to the guideline

set forth by the|
commitment is
our patients wi

available to ouf patients, and we look forward to carrying this concept intq the 21st

century.
MARK D. CIR

PRIMARY INVESTIGATOR, DCLHB STUDY

Associate Chig

Lehigh Valley

MICHAEL PASQUALE, MD

CO-INVESTI

Chief, Division of Trauma{Surgical Critical Care

Lehigh Valley

KEVIN SIDDONS, MED

ADMINISTR
Lehigh Valley

LOAD-DAT]

-
[«
~

f of Trauma/Surgical Critical Care

GATOR, DCLHB STUDY

to assure readers that as investigators of an exciting new
FDA and our institutional review board. As a Level I Tra

th the best chance of recovery. It is a privilege to provide

OLLE, MD, PHD

Hospital

Hospital

ATIVE CHAIRMAN, INSTITUTIONAL REVIEW BOARD

Hospital

: March 4, 1997

BB-IND #6859-006

hal Review Board at each participating center is responsible

to advance the care of trauma patients in the community ard to provi

rs are abl

ihl, we are
a Center

e best carg

for insurij
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Baxter

- Slood Substitufe=—;, Baxter Healthcare Cagporat™™, " 847.210.5300 -
Route 120 & Wilson Road =~ ™ Fax: 847.270.5306
Round Lake, lllinois 60073-0490
0270 91 rop 23| A9:41
April 21, 1997
Docket Number 95S-0158
Dockets Management Branch (HFA-305)
Food and Drug |Administration
12420 Parklawn Dr. rm. 1-23
Rockville, MD P0857
RE: Investigational New Drug Application #6859
Dear Sir/Madam:
In accordance with 21 CFR §312.54 we are enclosing a copy of the inforgation that|has been
publicly disclosgd by the Institutional Review Board (IRB) at Christiana Hospital, Medical
Center of Delaware, Newark, DE, concerning research involving an excepfion to inf¢grmed
consent for our clinical trial (BBIND #6859). We include the press releas¢ written by the
Medical Center|(Attachment 1), an article in the local newspaper resulting|from an iffterview
with the principal investigator (Attachment 2), an article in the internal ho$pital newdpaper

(Attachment 3),
(Attachment 4),

Hospital Personnel that included the protocol synopsis (Attachment 5), pu

announcements
public meetings
accordance with

If there are any

Sincerely,

ol

Maulik Nanava
Director Regula
Blood Substitut

§55-~0

a letter from the Research Coordinator and Principal Inves
a letter from the Research Coordinator and Principal Inves

in the local newspaper on 3 separate days (Attachment 6),

and the write-up of the questions asked by the public (Att

questions concerning this information, please contact me aj

y, Ph.D.
tory Affairs
es Program

121 CFR §312.54, this information is also being submitted to the IN

tigators to
tigators tqg
blic meetir
and the ag

(847)270)

ychment 7.

the Medics
the

g
enda for the
In

D file.

-5313.
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The Medical Centet of Delaware

WILMINGTON,

dy of anew, p
traumatic injurieg. The study has been approved by the Institutional Review Board (TRB)
04‘ the Medical Center of Delaware The IRB is a cominittee which reviews 1

‘andard emergency treatment. The climcal tnal will be supervised by the U.S. flood and
Drug Administration, for its effectiveness in treating or preventing the harmful gffects of

blood loss and s

|
]

/tcording to Gl

“We belicve therse is sound scientific evidence 1o show that this new blood solu
|

improve the suryival of patients suffering from severe traumatic hemorrhagic

réduce thelr risk

#uﬁcs sround t

'+1edical care ang

i
|

4\ very small nu
%dine, according
ll;dfeved tobea
?tmmatic injury|
known treatme

fcsuscitation Iy

(entially life-saving treatment for patients suffering from sev

ock caused by severe trauma.
tn H. Tinkoff, M D, the Medica! Center's director of Trauma
of prolanged serious iliness. The results of our testing and sim|

he country could have profound impact on the future of emerge

ocould very possibly help us to save more lives.”

Contact: Michele A
302}428-2122
Marth 4, 1997

Del. -- The Medical Center of Delaware (MCD) will begin copducting &

Schiavoni

pervice,
ior. may
k und
lar clinical

ncy

mber of emergency patients (20-30) will reccive the blood sol

 least 18 years old and who are at the greatest risk of death fr
. The study solution will be administered as additional therapy

ids and blood.

BBIND # 6859-005

s to strict study criteria The study will focus on men and womgn who are

t for hemorrhagic shock, including emergency surgery and thefinfusion 01#

0N Or

m severe

o the best

|
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their critical
participatios
authorized b

1t is not fcasl
authorized rq

time, with

Christiana Hospital is one of 35 centers in the United States (o test the Di

manufactur

Anyone who has questions about the study may contact Robert O’Connor [M.D | Dir
of Research, Emergency Medicine, Medical Center of Delaware, at (302)[733-4700; or
Glen Tinkdfi, M.D., Director of Trauma, Department of Susgery, (302) P33-4700.
Monday - Friday from 9 a.m. and 4.30 p.m. If you have questions about ypur rights as

)

influencing his or her medical care. MCD's Level One Tr

by Baxter Healthcare Corporation, Deerfield. LL.

potential p

Director of/the Institutional Review Board (IRB) of the Medical Center
(302) 428-5103

icipant in this study before treatment, contact Jerry Casteller]

BBIND # 6859.005

presentative. A patient may withdraw or be withdrawn from t

study at

Center at
irin produ
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Saturday, March 8, 1997, Section B

The News Journal, Wilmington, Del.

{

- ,ﬂTTACHMENT 2
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ce

- > Obituaries

» Public record B4

» Weather
Have a Local news tip? Call 324-2774.

Victims of trapm
to test blood splu 0N

By JANE HARRIMAN
Staff reporter IF YOU GO

The| Medical |Center of

- Trauma victims dying from loss
of blood and shock will get a sec-
ond chance thanks to a revolution-
ary blood solution to be tested this
month at the Medical Center of
Delaware’s Christiana Hospital.

Diaspirin Cross-Linked

Hemoglobin contains pure

_ hemoglobin, the chemical in red

- 'blood cells that carries oxygen
through the body.

! Diaspirin raises oxygen levels

' in patients’ bodies, and also, for

*  reasons not understood, gives a
temporary boost to falling blood

! pressure, gaid Dr. Glen H. 'i:‘in koff,

t  director of Traums Service at the :

U medical center. . despite

" The medical center's regional much bl

*  trauma center at Christiana is one

. of 30 sites chosen for the test of 850
! patients because it has a high vol-
+ ume of the kind of patients
t needed.

. While Diaspirin — not related
to aspirin -— may help savemany of gaid.
the more than 100,000 lives lost an-
nually to trauma, it also holds
enormous potential in many other

. -areas of medicine, Tinkoff said. od by -

! For example, it may be used for .0, o d 1 ant intrigued by
the thousands of patients who - .

X
2

i
:

<
en o .
E g ! hemorrhage from childbirth, ul- k it's going to save lives. ,
. 8 | cers or abdominal aneurysms. it's going t¢ be the ‘sliced
§ o ! It also may reduce the need for ae” .
= blood transfusions for surgical pa- \

’
25
£
2 8
&

. tients, and provide thepapy for the

. B T S S T RO
A L R B A T L e S
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Patients in shock are now put
on a ventilator and n oxygen,
blood cells, sgline solution, medi-
cations and Tinkoff said.
Those eligible for Ke trial will get
Diaspirin or|a placebo, an inert
preparation

New U.S. Food and Drug Ad-
ministration rules allow a life-sav-
ing investigatjonal treatment to be
given to patients too ill to give
their informefl consent, said Jerry
Castellano, director of the medical
center Instfitutional Review
Board. The board must approve
any research|project proposed
make sure it is safe for patients.

If a patient is under waiver and
wakes up or if a relative who could
give informed consent for him ar-
rives at the hospital, staff will ex-
plain the tres
treatment if ¢onsent is denied.

About 17,000 accident victims
— out of 65 D00 emergency room
e admitted to Chris-
tiana Hospital last year. More
than 1,500 — about five a day —
had injuries perious enough to be
labeled trayma. The definition
usually involves serious injuries to

more one body system. About
75 nt of trauma patients are
male, ages 24 to 35. Many have

n drinking, and most have been

About one trauma patlent aday
ana last year had highly
critical mul isystem injuries re-
$mmga rpuma code,” an imme-
ate response by a team of trauma
experts. Of those patients, 40 were
agic shock and would

Patients rhust be at least 18 and
have no kngwn head injury, and
have been af the hospital no more
than 30 minutes to be considered
for the trial,| After eligibility is de-
termined, patients will randomly
be given either Diaspirin or a
placebo.

Diaspirip has minor side ef-
fects: As the hemoglobin is broken

down by the body, the patient’s
skin gets yellowish, like a fading
bruise.

Diaspirin is made from donated
blood, but no blood components
other than the natural chemical
hemoglobin is in the solution.
Blood typing is not necessary.
Also, the hemoglobin is pasteur-
ized and any virus or bacteria in
the donated blood has been killed.

Castellano and Tinkoff said it
would be difficult to come up with
reasons why an eligible patient
should turn down the blood solu-

BBIND # 6859-005

It is gjven withou
trial. The event

known

Blood: Trauma aid tests due

d agreed t|

“inah

y'd give it to a
beat.”

Hospital in Al

de by Baxter

Deerfield, Il
charge in the
cost is not yet
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msze | HOCUS

An Employee Publication

New pame, new]

March 12,1997
Volume 8, No. 6

Published every two weeks by the Medical Center bf Delawate Public Af-

fairs Department, PO. Box 1668, Wilmington, D 19899.

Have you noticed how many organizations, such as banks

and telecom-

munications firms, have changed their namesinfrecent years? [t'shap-

pening throughout the country, and health-relat¢d organiz;
among those changing their identities.

AsMCD becomesamore fully integrated muld

tions are

h system, we

e to our pa-

gamzauor , theexpan-
ilities.

| explains

fairs/Devel-
vices Admin-

improvingour

First State
randing pro-

‘clarifying
ts, including

VNA, our primary care physiciansand the Holdipg Company,” he
pointsout. “In the managed care marketplace, we will needl a strong

brand name and clear identity to compete again
tions for managed care contracts.”

otherlarge organiza-

Working with Public Affairs, Monigle and Assoclates—a ngtional cor-

porate identity consulting firm with more than 35 years ex

the health care industry—has begun to research nd analyz¢

and our organization. Once a new name isagreeq uponand
tested in the marketplace, Public Affairs will laujch a comp
new corporate identity program.

The new system name will be embodied in a ney logotypd
look that will be applied to all advertising, publicjtions, sigr

eriencein
our markert
thoroughly

rchensive

and a new

s, letterhead,

m

@ Printegd on Recycled Paper

BBIND # 6859-005 Page 5




5 ATTACHMENT 3

Newname (continued) business cards, and electronic communicatigns. These phanges will be-

Trauma Center
researches useof new

_ investigational drug

gin to be phased in by the end of the year. Fgcus will kegp you posted as
the transition process is completed.

“Our objective,” Wescott says, “isa clearer, thore descriptive, distinct
and geographically adaptable name that willstick in thg minds of our
employees, payersand the community at-large.”

A new, potentially life-saving treatment for gatients suffering from a se-
vere traumaticinjury is under study in the Trquma Cenger at Christiana
Hospital. Randomly selected critically ill pafientsin shpck will be given
Diaspirin Cross-Linked Hemoglobin, abloof solution,fin addition to
standard emergency treatment. Theclinical frial will gguge the
solution’s effectiveness in treating or prevenging the hagmful effects of
blood loss and shock caused by severe traumg.

“We believe there is sound scientific evidenge to show ghat chis new
blood solution may improve the survival of padents suffering from se-
vere traumatic hemorrhagic shock and redude their risiJof prolonged se-
riousillness,” says Glen H. Tinkoff, M.D., the MedicalCenter’s Direc-
torof Trauma Service. “Theresultsof our tegting and sifnilar clinical
studies around the country could have profofind impadt on the future of
emergency medical care and could very possjbly help uf to save more
lives.”

The study hasbeen approved by the Medica] Center’s [nstitutional Re-
view Board (IRB). The IRB reviews rcswcl"]srudics to pnsure that they
include safeguards for patientsand that the fisksare regsonable in rela-
tion to the potential benefits.

Because of the nature of their condition andtheir criti¢al need for im-
mediate treatment, some patients may not Be able to gjve their consent
for participationin thestudy. For the purpo%.i of this clnical research,

the FDA has authorized an exception from gonsent—Known as “waived
consent”—when it is not feasible to obtain informed pnsent from the
patient, or from a family member ora legallyauthorize representative.
A patient may withdraw or be withdrawn from the studly atany time.
(Coptinuedon page 5)

2

RRIND # 6859-005 Page 6




BuddyElmore
promoted

WH campus
construction up

Lord & Taylor
donates $5,000

MCD’s Level One Trauma Center at Christiana
centersin the United States to test the Diaspirin

study, call Robert O’Connor, MD., Director of]|
Medicine, at 733-4700, or Glen Tinkoff, M.D.,
Deparement of Surgery, at 733-4700. If you hav
rightsasa potential participantin thisstudy bef
Jerry Castellano, Pharm. D., Director of the Inst
Board, at428-4103.

Buddy Elmore, the Medical Center’s Senior Vicg
#f Senior Vi

hasbeen promoted to the system-wide position

and Chief Financial Officer/Managed Care.

Hospiral i

ctreatme
jcutional R

President

roduct, i

by Baxter Healthcare Corporation. If you have qpestions alpo
Emergency

irectorof Irauma,
questionsiabout your

TTACHMENT 3

isone of 35

anufactured
ut the

t, contact

leview

for Finance,
ice President

“In this new position, Buddy will have overall lm%crshi predponsibilicy

for System Financial Management, while assum
ship rolein assisiting MCD and our integrated h

ngasignifijcantleader-
ralthcare system de-

velopand implementa dynamic managed care sfrategy thdt will posi-
tion the [HS for near- and long-term success,” npted Presiglent and
Chief Executive Officer Charles M. Smith, M.IJ., M.PH. Jinannounc-
ing the promotion on March 3.

The second phase of the Wilmington Hospital campus con%trucdon up-
grade will begin the week of March 17. Please sqe the attaghment to this

issuc for a description and map outlining the chingesplan
wecksahead.

Along with the hooplasurrounding the grand opening of ¢
& Taylor department store at Christiana Mall
crousdonation to the Medical Center’s Cancer

emony that morning before thc new store’sfor

BBIND # 6859-005 Page 7

hed for the

he new Lord
, camea gen-

lrrogram.

cutive officer
Vice Presi-
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edxcal Center of|
( 2) 733-4166

I
i

11 Apr 1997

D:gar Medic:

Thxs purpose of

Delaware Research Institute

Christiana Hospital

DELAWARE n2.73

4755 Ogletown-Sianton Road
P.0O. Box 600|
Newark, Delaware

19718

his letter is to inform you of a new clinical research study wh

1000

ch will be

ATTACHMENT 4

mplemented

at the Chrisitiang Hospital, Medical Center of Delaware. Th.lS study is projecfed to begin at the end of

Aprxl and last ap

\is research stu
Hemoglobin. Thi
who are in severe
|

To

Su

comply with

If you should hav

Thgnk you for yo

ly,

ch as the glascg

e Q/ /7)

McGraw, Rl

proximately 18 months.
dy involves an investigational blood substitute, called Diasp
s hemoglobin solution will be administered to randomally se
hemorrhagic shock from a traumatic injury.

the study’s protocol we will be extracting, from the medic ref
e any questions, please do not hesitate to call me at (302) 733

ur attention to this matter.

¢ 4/ (o

N, Research Coordinator

, Director of Trauma, Principal Investigator
MD, Director of Emergency MedicineResearch, Principal Inv

PLEASE POST

Medical Center of Delaware Research Institute

BBIND # 6850.0nx

One of the Research Institutes of the Medical Center of Deluwar

rin Cross-

4166.

stigator

ected trauj

ort, pre-hg
w coma scale, vital signs, and administered pre-hospital fluids and medjcations.

inked
ma patients

spital data

Page 8
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o = ~ ATTACHMENT 5
§Z %/@i : Christiana Hospital

i

, P '
MEDICA[t CENTER OF DELAWARE 4755 Ogletown-Stanton Road 302-733- 1004
P P.O. Box 6001

! ; Newark, Delaware
] 19718

Mediéal Center of Delgware Research Institute
(302) 733-4166

27 Mar 1997

Dear Director and Nurse Manager, Emergency Department:

|
This putpose of this|letter is to inform you of a new clinical research study which ill be implemented
at the Christiana Hagspital, Medical Center of Delaware. This study is projected t¢ begin at the end of
April and last approximately 18 months.

This fesearch study|involves the administration of an investigational blood substt.\te, called
Diaspirin Cross-linked Hemoglobin, to randomally selected trauma patients who 3re in sever

hemorrhagic shock from a traumatic injury.

[1*]

Enclosed is a protocgl synopsis for your review.
If you should have gny questions, please do not hesitate to call at (302) 733-4166.

Thank you for your attention to this matter.

Singérely,

Patty McGraw, Research Coordinator
Glen Tinkoff, MD, Director of Trauma, Principal Investigator
Robe}rt O’Connor, MD, Director of Emergency Medicine Research, Principal Investigator

/7"‘;%(3,(/&/

PM/nilw

Medical Center of Delaware Research Institute

BBIND # 6859-005 Page 9




“The Effic

Introduction

Death from tray
efforts. These
solutions. This
studies utilizing
Ann Surg 213:4

(Bickell et al. 1994, N Eng J Med 331:1105-1109).

Trauma-related
According to Si

predicts a mortality of 50% in trauma patients presenting with pelvic
utherford et al. (J Trauma 1992, 33:417-423) reporteE a mortEty rate
L

liver trauma. R
over 40% in tra

3791 trauma patients also showed a sharp, corresponding rise in mg

20% to 40% ov

The above findi

through large volume crystalloid infusion may be suboptimal in traun

shock patients.

deficits, are at greatest risk, and warrant being studied with a contro
a low volume pressor/perfusion agent such as DCLHb.

Initial DCLHb H

Protocol Synopsis

acy Trial of Diaspirin Cross-linked Hemoglobin (L

ma frequently results from shock that is refractory to

efforts typically involve rapid infusions of large volumgs of crys

standard of therapy has been brought into question
small volumes of hypertonic saline-Dextran solution
82-91), or no volume replacement until definitive sur

mortality has been correlated with the magnitude of
egel et al. (Arch Surg 1990, 125:498-508), a base de

Treatment of Severe Traumatic Hemorrhagic Sh¢ck”

03 Og

CLHb™)

resuscits

Dy recent
(Mattox g
gical trea

ficit of 11
fractures

ATTACHMENT 5

tober 1996

in the

tion
talloid
clinical
tal. 1991,
ment

base deficit.

8 mmol/L
or blunt

ima patients with base deficits in excess of 15 mmol
er the base deficit range of 10 to 15 mmol/L.
ngs suggest that the current practice of restoring blo

These traumatic shock patients, especially those wi

morrhagic_Shock Trial

The initial prospective, randomized, escalating dose clinical trial of C
hemorrhagic shiock studied the infusion of normal saline (NS) or DC
shock patients within four hours of the shock episode. The trial was
dose ranges, 50 mL (71 mg/kg), 100 mL (143 mg/kg), and 200 mL (
dose included gpproximately 40 patients (20 NS, 20 DCLHb). Patie

this clinical trial
(51%) of whom

No increase in {he rate of complications or toxicities in patients who
were observed during the trial. Specifically, renal insufficiency and fgilure we
more common in DCLHb-treated patients. Overall mortality rates, cq
adverse event rates did not differ in the DCLHb and control groups.

and findings fro

suggest that DCLHDb infusion will have a favorable risk/benefit profilg

patients.

was completed in May 1995 with a total population g
received DCLHb.

m several other DCLHDb trials at different doses (750

BBIND # 6859-005

priality ra

Dd pressy

h large
led clinic

CLHb in
| Hb in clg

P86 mg/k
it enrollm
f 139 pat

feceived

pmplicatig
These fir
1200 mL
in severs

. This ptudy of

s from

e

natic hemErrhagic
b

se
bl trial with

ss lI-IV

divided ixto three

). Each
ent for
ents, 71

DCLHb

e not

ns and
dings,

5),

ply injured
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Study Design
This will be a mu

i

J

Inclusion in this grotocol will not interfere with the provision of any sta

therapy.

Primary Clinical Benefit Endpoint

e Clinically an

Secondary Clinic

al Benefit Endpoint

e Clinically and statistically significant reduction in morbidity.

e Clinically an

e Clinically and statistically significant reduction in 24 hour lactate

Patient Population
ion will be a small subset of trauma patients with pefsistent, s

The study popul

hypoperfusion despite aggressive pre-hospital therapy. To properly ir

mortality and moibidity outcomes in this protocol, 500 to 1000 mL DC

control will begin pbeing infused no later than 30 minutes after meeting|the entry
and within 60 mirjutes of presentation to the emergency department ir

850 patients me

ing the following inclusion criteria:

1. Males or females 18 years of age or older

2.
3.

Eviden
Tissue

Patients will be e]

Age <1
Known

O hwN =

signific

pupillan
Hospit3

Known
Known

© o N

:

#® Base deficit of 15 mmol/L or worse

Combirn

ce of hemorrhage
hypoxia and cellular hypoperfusion shown by:
Systolic blood pressure < 90 and pulse > 120 or,

rhythm (junctional or idioventricular) or,

8 years
pregnancy

Pulselgss traumatic arrest during hospitalization
Immingnt death precludes resuscitation efforts
Isolated head trauma, penetrating or blunt

1ed multisystem and head trauma with clinical findinds consist
ant mass effect (e.g., severe coma, lateralizing signs|

y dilatation secondary to uncal herniation)
lization >60 minutes prior to infusion
objection to the use of blood, blood products
injury time >4 hours prior to infusion

20of 3

BBIND # 6859-005

ticenter, randomized, placebo-controlled (normal sal

d statistically significant reduction in 28 day mortality.

d statistically significant reduction in 48 hour mortalify.

Systolic blood pressure < 90 and pulse < 60 with a|pre-term

kcluded from the study by the following exclusion criteria:

evels.

vestigatd
| Hb or th¢

approxin

posturin

|ne) study.
hdard tragma

ATTACHMENT 5§

evere,
the

p saline
criteria
nately

nal

bnt with
g, or

Page 11




Statistical Apprioach

Approximately B50 patients will be needed to show a 25% reductior} in mo
%). A Cox proportional hazards model will be used fo determline the
bre-treat

ng will octur at

from 40% to 3Q

impact of DCLHb on mortality while adjusting for demographic and
covariables documented as predictors of mortality. Interim monitori

ATTACHMENT 5

rtaity (i.e.,
ent

10%, 25%, 50%, 75% and the final analysis at 100% enrollment of the 850 patients.

Safety Monitori
An independe
Healthcare) wil

performed by this committee during the enroliment of study patients
the study can be amended or put on hold until thesg concernp are

concerns arise,
addressed.

Informed Consent

The consent pr
from informed ¢
be utilized base
feasibility in obt

ocedures followed in the protocol will follow 21 CFR
ronsent requirements for emergency research”. The

30of3

BBIND # 6859-005

Data Monitoring Committee (members not affiliated with Baxter

be established by the sponsor. Ongoing safety mofitoring will be
If major safety

b(0.24 “Exception
se regulations will
»d on the favorable risk/benefit profile of DCLHb and fthe frequent lack of
aining prospective informed consent in this patient pppulation

Page 12
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ATTACHMENT 6

Me

You are invited to hear
about an important
new ndtional clinical
research study, cleared
by the |U.S. Food &
Drug Administration,
happening at Christiana
Hospital’s Level I -

Trauma Center.

Diaspirin Cross-Linked
Hemogldbin is a new, investi-
gational blood solution which
will be given to randomly
selected fauma patients with
life-threa injuries who are
in shock from blood loss.

Join [members of our
Trauma Team to find out why
this study could have a

of emergency medical care and
could help save lives. Learn
what yoy need to know about
the new FDA regulations on

ion from informed
“waived consent”).
The new] waived consent may

if you and your family
members|are not available to give
d the medical team

4

profound impact on the futurc -

dical Center of Delawi
es part in a new chm

treating you determines that
participation in this investiga-
tional study could improve your
chances of survival.

Speakers:
Glen Tinkoff, M.D.
Director,
Trauma Service

Jerry Castellano, PharmD.
Director, Institutional
Review Board

/\/\\ Christiana Hpspital
MEDICAL CENTER Off DELAWARE

L

X-613. 397

Dates/Tifnes/Places:
Mardh 18, 1997,
Centpr

Mardh 19, 1997,
Chrijtiana Hospital

Emefgency Center
Conference Roon

Phone o

your seat today.

Rivelside Medical]Arts .
Comblex Conferehce

/ p.m.,

Call-a-Nusse,
. service at| 428-4100 tq reserve

BBIND # 6859-005
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ATTACHMENT 6

Medical ¢
tak

You are jnvited to hear
about an important
new natjonal clinical
research|study, cleared
by the U.S. Food &
Drug Administration,
happening at Christiana
Hospital’s Level I

Trauma Center.

Diaspifin Cross-Linked
Hemoglobin is a new, investi-

gational blgod solution which
will be given to randomly
selected u:}:z patients with
life-threatening injuries who are
in shock from blood loss.

Join members of our

Trauma TEn to find out why

this study gould have a
profound impact on the future
of emergenfy medical care and
could help save lives. Learn
what you to know about
the new FIDA regulations on
exceptioft from informed
consent (“wai
The new

ived consent may
be used if you and your family
members are not available to give
consent and the mgdical team

Atréuing you determines that
participation in this investiga-
tional study could improve your

chznosof survival. -

Speakers: | -
Glen Tinkoff, M.D.
Director, ~
Trauma Service

Jerty Castellano, PharmD.
Director, Institutional
Review Board

8P s rigeia

X-613, 397

nter of Delaware
part in a new clinical s

VDatesIT' im¢s/Places:

«-" Center

March 19, 1997, 7 p.
Christiina Hospital

Phone our [Call-a-Nurse
service at 428-4100 to ¢
your seat tdday.

March |18, 1997, 7 §

" Riversile Medical

Complx Conferen

Emergdncy Center
Confertnce Room

'ARE

tudy

.m.,

BBIND # 6859-005

m.,
Iscrve
AT 1
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ATTACHMENT 6

Medical Center of Delaware
takes part in a new clinicz

You are invited to hear

about an important
new national clinical
res study, cleared
by the U.S. Food &
Drug inistration,
happening at Christiana
Hospital’s Level 1

Diaspirin Cross-Linked
Hemoglobin is a new, investi-
gational blood solution which
will be given to randomly
selected trauma patients with
life-threatening injuries who are
in shock from blood loss.

Join members of our
Trauma Team to find out why
this study|could have a
profound jmpact on the future
of emergency medical care and
could help save lives. Learn
what you peed to know about
the new FDA regulations on
exception ffrom informed
consent (“waived consent™).
The new waived consent may
be used if you and your family
members are not available to give
consent and the medical team

treating you determines that Dates/Titpes/Places:
participation in this investiga- March 18, 1997, 4 p.m,,
tional study could improve your Riveryide Medical Arts
chances of survival. Comgplex Confererce
Centdr
Speakers:
GIZ Tinkoff, M.D. Marck 19, 1997, 1 p.m.,
Director, Chrisfiana Hospit4l
: Emergency Center
Trauma Serviee Conf:trencc Room
Jerry Castellano, PharmD.
_ Director, Institutional Phone oug Call-a-Nurse
Review Board scrvice at £28-4100 to peserve
your seat foday.
NA Christiana Hospital
&% MEDICAL CENTER OF DELAWARE

X-613, 3/97

P

study

BRIND # €220 nns
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III.

||
‘ - - ATTACHMENT 7
MEDICAL CENTER OF DELAWARE RESEARCH INSTITUTE
TUESDAY, MARCH 18, 1997
WEDNESDAY, MARCH 19, 1997
AGENDA
The Efficacy Trial of Diaspirin Cross-Linked Hemoglobin (DCLHb™ )
in the Treatment of Severe Traumatic Hemorrhagic Shock

Introduction Patty McGraw, RN
i Research Coordinatqr

Medical Center of Delaware
(Pverview of Research Study Dr. Glen Tinkoff
7 Director of Trauma

Department of Surggry

Medical Center of Delaware
ole of the Institutional Review Board Dr. Jerry Castelland

aiver of Consent Director, Institutiongl Review Board

! Grant Administratio

Medical Center of Delaware

A question-and-answer session will follow the presentatioh.
Refreshments are available in the back of the room.
BBIND # 6R10_0an< Hage 19




1.

What is

Questions From Community Meeting ¢f 3/18

your procedure for enrolling an unconscious

patient?

ATTACHMENT 7

197

2. Would an advance directive or a directive in one’s bglongings suffice to

Eight comm
Witnesses.

o

"‘°9°.“

Eight comm
blood bank

OO =

serve

G

How wil
What is
At what
Does th

as a no blood transfusion request?

We were unable to idenify the others.

the trade name of the product?
point does the pressor effect peak out?
is solution leak out into the tissues?

equal
How wil

Does a? affect the effectiveness of the blood? Doe

madep

What is
How far
How ar

O Will DCLHb effect ABG's?

@

or better than expired blood?

the randomization be done? Will a telephong

it about this product that makes you want to
ahead is the European sites in comparison to
you going to identify Jehovah Witnhesses?

unity members attended. These members copsisted
employees and others.

BBIND # 6859-005

unity members attended. Five members were| Jehoval

questions From Community Meeting ¢f 3/19

the enroliment be introduced to the familiJs?

# fresh L
call ha

use it?
us?

N

(97

lood work

ve to be

bf nurses,

Page 20
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